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Program Highlights

• Phase 1 clinical trial under way
• Initial indication—RA

M O D U L AT I O N O F M AC R O P H AG E
P R O L I F E R AT I O N I S O N E

K E Y F E AT U R E O F P L X 5 6 2 2

I N F L A M M A T I O N P A N N U S

C A R T I L A G E D A M A G E B O N E R E S O R P T I O N

Predose Vehicle 10

PLX5622
(mg / kg QD)

100

50

75

25

0

Predose Vehicle 10

PLX5622
(mg / kg QD)

100

50

75

25

0

Predose Vehicle 10

PLX5622
(mg / kg QD)

100

50

75

25

0

Predose Vehicle 10

PLX5622
(mg / kg QD)

100

50

75

25

0

F M S - S E L E C T I V E P L X 5 6 2 2 I N H I B I T S I N F L A M M A T I O N , C A R T I L A G E
D A M A G E , P A N N U S A N D B O N E R E S O R P T I O N

H I S T O P A T H
S C O R E S F O R

K N E E A N D
A N K L E J O I N T S

(after 21-day
treatment;

predose = 0)

N O R M A L = 0
S E V E R E = 5

5 n

4 n

3 n

2 n

1 n

0.5 n

0 n

H I S T O P A T H
S C O R E S F O R

K N E E A N D
A N K L E J O I N T S

(after 21-day
treatment;

predose = 0)

N O R M A L = 0
S E V E R E = 5

5 n

4 n

3 n

2 n

1 n

0.5 n

0 n

t First-in-Class Oral DMARD for RA – PLX5622
Plexxikon is developing PLX5622, a novel, oral and highly selective kinase inhibitor that
down-modulates macrophages and osteoclasts. These cells are drivers of a number of auto-
immune diseases, including rheumatoid arthritis and multiple sclerosis. PLX5622 is being
evaluated in a Phase 1 clinical trial for initial safety, pharmacokinetics and tolerability.

PLX5622 is expected to provide therapeutic benefit by modulating macrophage proliferation,
inhibiting production of pro-inflammatory cytokines, and preventing the formation of
osteoclasts. Osteoclasts’ bone resorptive activity is responsible for excessive bone destruction
in several diseases.

PLX5622 has demonstrated preclinical efficacy in a variety of disease models, including
rheumatoid arthritis.



t PLX5622 Down-Modulates Osteoclasts, Macrophages and T Cells

t Plexxikon Kinase Inhibitors Are Highly Selective
Plexxikon’s Scaffold-Based Drug Discovery™ platform has proven very successful in the develop-
ment of highly selective kinase inhibitors. This capability is a significant competitive advantage,
particularly in the development of kinase inhibitors for the treatment of chronic, non-life threaten-
ing auto-immune diseases, such as rheumatoid arthritis and multiple sclerosis.

t PLX5622 Profile

ANTI - INFL AMMATORY

BONE PROTECT IVE

ORALLY AVAIL ABLE

PLX5622 SELECTIVITY

230 KINASES >100-FOLD

4 KINASES >50-FOLD
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(Panel of 235 Kinases Biochemically Screened)
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